There is still no single reliable assessment for monitoring drug response in rheumatoid arthritis and a number of assessments are used (Dudley Hart and Huskisson, 1972) . In this trial a diurnal pain score was used in addition to the other standard measurements, and it was found that both drugs produced a statistically significant reduction in the pain level. The measurement of finger stiffness has previously been correlated with morning stiffness (Ingpen, 1968) , and a similar correlation was found with the aspirin group in the present study. The lack of correlation in the benorylate group may have been due to the small number of patients (12) completing this assessment.
The results of the study have shown that both drugs produced a statistically significant improvement in the clinical response but that there was no detectable difference between the two drugs: side effects occurred more often in the aspirin group but the difference was not significant and in both groups were less common in the second week of treatment.
In conclusion, this study has confirmed the efficacy of benorylate in rheumatoid arthritis and has shown that the twice-daily administration is as effective as the administration of aspirin four times daily. This convenience of administration together with the absence of gastrointestinal bleeding suggest that benorylate is a suitable alternative treatment for rheumatoid arthritis.
We thank the pharmacy department at Guy's Hospital and at New Cross Hospital for arranging the administration of the drugs. We also thank Dr. J. T. Nicholls and Mrs. H. R. Lane who performed the statistical analysis, for their continued help.
Reported Influenza in Pregnancy and Subsequent Cancer in the Child JEAN FEDRICK, EVA D. ALBERMAN British Medical Journal, 1972, 2, 485-488 Summary A longitudinal study of 1,959 infants born in the first week of March 1958 to mothers who were reported to have had influenza during pregnancy revealed an incidence of cancer of 41 per 1,000 compared with only 0 8 per 1,000 among the 14,791 infants of mothers who had not had influenza.
This increase was caused by cases of leukaemia and other neoplasms of lymphatic and haematopoietic tissue (I.C.D. 200-209) (P <0 0001).
Data from the reports of the Registrar General for England and Wales were used to estimate the number of infants born in each year from 1955 to 1964 who subsequently died of cancer before 5 years of age. The rates for each year were compared with an estimate of the prevalence of influenza during the preceding winter.
After allowing for the overall trend in the cancer death rate, a highly significant correlation was shown with deaths attributed to causes classified as I.C.D. 200-209 (P <0 005), but not with deaths attributed to other cancers. The increase in the risk of developing these neoplasms among children whose mothers had influenza is estimated to be not less than fourfold. Even so the risk remains small (3 to 4 per 1,000).
Introduction
Ever since the classic papers of the Oxford Survey of Childhood Cancers (Stewart, Webb, and Hewitt, 1958; Stewart, 1961) implicating abdominal x-ray examination during pregnancy with the development of cancer in the child, it has been thought feasible to postulate an association between cancer in childhood and events that occurred in utero. This possibility has been thrown into prominence recently by the striking study of Herbst, Ulfelder, and Poskanzer (1971) which provided evidence for an association between the rare adenocarcinoma of the vagina presenting in the late teens and early twenties and maternal stilboestrol therapy during pregnancy.
In the first report of the Oxford survey concerning childhood deaths from cancer in England and Wales over a two-year period, Stewart et al. (1958) showed an excess of the mothers of the children with cancer reporting a viral infection during pregnancy compared with the control mothers. More recently a neonatal leukaemia death has been reported with a history of the mother having had an influenza-like illness early in the second trimester (Miller, Newstead, and Young, 1969) .
The first part of the present study was initially undertaken in an effort to ascertain the effects of maternal illness during pregnancy on the subsequent outcome of the pregnancy and the future health of the child. To our knowledge no previous study has looked longitudinally at the possibility of maternal infection in pregnancy being related to the subsequent development of childhood cancer. The second part of the study constitutes an attempt to confirm the positive findings by determining whether there is any correlation between the number of births of children who are destined to die of cancer and preceding epidemics of influenza.
Longitudinal Study POPULATION AND METHODS The data were obtained by the 1958 British Perinatal Mortality Survey (Butler and Bonham, 1963; Butler and Alberman, 1969) and its continuation, the National Child Development Study (Davie, Butler, and Goldstein, 1972 Of the 17,418 total births studied in this week, 668 were either stillborn or died within the first four weeks of life (Table I) . Of the 1,959 infants for whom a history of maternal influenza during pregnancy was recorded, eight are known to have developed cancer-that is, an incidence of 4-1 per 1,000, with standard error 14. Of the 14,791 infants whose mothers were not noted to have had influenza during pregnancy, 12 developed cancer-that is, an incidence of 0-8 per 1,000, standard error 0 2. In the present survey, therefore, there was a fivefold increase in the incidence of cancer among children born to women with a history of influenza (P <0 001).
Details of the cases are listed in Table III . It is notable that seven of the eight cancers in the group with the history of maternal influenza were neoplasms of lymphatic and haematopoietic tissue (I.C.D. 200-209) compared with 6 of the 12 cases without this history. If only the cases classified under I.C.D. 200-209 are considered, the incidence among infants of mothers who had had influenza was 3-6 per 1,000 compared with 0 4 per 1,000 among infants of mothers without this history (P <0 0001) -that is, a ninefold increase. The incidence of other types of cancer was almost identical in the two groups (0 5 and 0 4 per 1,000 respectively).
A calculation of the expected number of children registerec as having cancer classified under I.C.D. 200-209 by the age ol 10 years was derived from the reports from cancer registries in England and Wales for the years 1963-6 (Doll, Muir, and Waterhouse, 1970) . Using these data one can calculate that among the 14,791 infants without a history of maternal influenza, a total of about seven cases would be expected to have this diagnosis, compared with the six observed. We therefore feel justified in considering the incidence in the non-influenza group to be typical of the population as a whole.
The number of deaths in the influenza group was small and the excess may have been partly due to chance. It is unlikely, however, that this risk of developing a neoplasm of the lymphatic or haematopoietic tissues was less than 1-7 per 1,000 (P <0 05) or that the increase in risk, in comparison with that calculated from the cancer registry data, was less than fourfold.
The data were examined to ascertain whether the incidence of cancer was altered with the trimester in which the influenza was said to have occurred. There was no evidence to suggest that infants of mothers affected in any one trimester of preg- tFollowed by pneumonia. Questionnaires, identical to those used in the previous study, were filled in, with details of maternal illnesses during pregnancy, by the midwives, but only after the infant was known to have died-that is, the information was collected retrospectively. Of the two patients with leukaemia (both confirmed at necropsy), one died 15 minutes after being delivered, the mother having been noted to have had influenza at the 13th week followed by bronchitis which was treated with penicillin. The (Table IV) . These rates were then compared with the rates of spells of incapacity certified as due to influenza among employed women during the 12-month period beginning with the first Monday in June of the preceding year (Ministry of Pensions and National Insurance, 1954-7; Department of Health and Social Security, 1969) .
As can be seen from Table IV , there is a positive correlation between the estimated death rate for the cohort born in each year with the prevalence of influenza in the preceding winter. This correlation is significant at the 5% level. When the death rate is specified by the site of the neoplasm the correlation is significant only for I.C.D. 200-209.
There is, however, an overall secular decrease in the death rate due, we suspect, to the prolongation of life resulting from improvements in treatment. If this overall trend is allowed for,* It has been shown experimentally (Seim, Ly, Imagawa, and Adams, 1960 ) that one strain (the neurotropic strain) of the influenza A virus does not cross the placental barrier in mice, but that another strain of the same virus does so, but only in the third trimester. Clearly, the factors responsible for transplacental viral passage are largely unknown.
It is possible that the effect of viral infection in utero is related to the consequences of the maternal infection rather than to the direct effect of the virus itself. For example, it is known that certain acute infections such as influenza are accompanied by a profound systemic toxaemia and, often, a reduction in the arterial oxygen saturation (Hardy, Ararowicz, Mannini, Medearis, and Cooke, 1961) . Alternatively, the effect could be due to that of drugs taken by the mother at the time.
It should be stressed, however, that although the relative risk of childhood leukaemia appears to be raised after such an infection during pregnancy, the absolute risk, even after such a history, is still very low, between 3 and 4 per 1,000 children under 12 years.
Lead poisoning is a well-recognized industrial hazard, particularly among ship breakers, scrap-metal workers, and battery manufacturers. Domestic lead poisoning is less common apart from the well-known hazard in children (Moncrieff et al., 1964; Gibson et al., 1967 Blood lead and water lead levels were estimated by the dithizone method. Erythrocyte protoporphyrin was measured by the method of Rimington (1961) . Urinary delta-aminolaevulic acid (ALA) and porphobilinogen were measured by the method of Mauzerall and Granick (1956) .
